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DETAILED ACTION 



Applicants' arguments, filed September 8, 2010, have been fully considered. 
Rejections and/or objections not reiterated from previous office actions are hereby 
withdrawn. The following rejections and/or objections are either reiterated or newly 
applied. They constitute the complete set presently being applied to the instant 
application. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claims 

Claim Rejections - 35 USC § 103 - Obviousness 

1 ) Claims 1 , 2, 4, 1 1 , 1 4, 25 and 26 stand rejected under 35 U.S.C. 1 03(a) as 
being unpatentable over Daifotis et al. (US 5,994,329) in view of Kelly (US 4,81 7,81 9) in 
further view of Palo Alto Medical Foundation (January 2002). 

Applicant asserts the kit of the instant claims combines administration of an 
active with a nutrient while it provides a means wherein simultaneous dosing of the 
bisphosphonate and the nutrient is avoided. This combined administration increases the 
benefits achieved by the treatment since osteoporosis treatments are less effective in 
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individuals with calcium and vitamin D deficiency. The subject kit also increases patient 
compliance and ease of administration. Whereas with conventional kits, patients may 
forget or simply not follow instructions regarding when to take the active versus when to 
take the nutrient, with the subject invention, administration is simplified and clarified. Still 
further, since bisphosphonate and calcium should not be taken at the same time 
because the calcium interferes with absorption of the active (page 2, lines 28-38), the kit 
clearly teaches patients to take the accompanying nutrient on days only when not taking 
the active, thereby avoiding any problems associated with simultaneous dosing. Id. 

The Examiner submits that the disclosure of Daifotis provides the means for 
avoiding simultaneous dosing of the bisphosphonate and the nutrient by disclosing the 
nutrient is taken on the days the bisphosphonate is not. Although it does not disclose 
the benefits of such dosing, it does clearly suggest the regimen. Further patient 
compliance and ease of administration would be achieved based on the teachings of 
Daifotis because Daifotis suggest packaging that would allow a patient to keep track of 
when to take the disclosed bisphosphonates. 

Applicant argues Daifotis is directed toward a method for inhibiting bone 
resorption employing a bisphosphonate according to a continuous schedule. As 
acknowledged by the Examiner, Daifotis fails to teach or suggest a blister pack as 
disclosed in the present invention. 

The Examiner disagrees and submits that although Daifotis does not explicitly 
disclose the blister pack in the configuration recited by the instant claims, wherein the 
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bisphosphonate is in a row in the first position followed by a supplement in positions 2- 
7, it does suggest the configuration by disclosing a kit as blister pack. It is disclosed the 
blister pack may have a memory aid that can be provided in the form of numbers, letters 
or other markings or with a calendar insert designating the days in the treatment 
schedule in which the dosages can be administered. Placebo dosages, or calcium or 
dietary supplements, either in a form similar to or distinct from the bisphosphonate 
dosages, can be included to provide a kit in which a dosage is taken every day. This 
indicates that the calcium supplement is not taken on the same day as the 
bisphosphonate, which would lead one of ordinary skill in the art to the instant invention. 

Applicant further argues, while Daifotis discloses the use of a bisphosphonate 
according to varying dosing schedules, it fails to specifically recite or suggest, by way of 
example, any regimens administering doses of a nutrient, and fails to teach or suggest 
the amount of calcium or other nutrient that might be administered in unit doses in the 
kit. Daifotis discloses a list of possible additional dosages to the kit, including calcium, 
as a potential memory aid, however, it fails to specifically identify vitamins, or, more 
specifically, vitamin D. Daifotis simply fails to teach or suggest the kit of the present 
invention and fails to appreciate the benefits achieved by the present invention as 
explained above and in the Declaration. Therefore, for all of the reasons set forth above, 
Applicants submit that Daifotis fails to render the presently claimed invention obvious. 

The Examiner disagrees and submits that Daifotis is clear in its disclosure of 
regimens for administering the bisphosphonates with a nutrient. The reference discloses 
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that the nutrients are used on days when the bisphosphonates are not. This is in order 
to help the patient stay on schedule when using a bisphosphonate regimen. Further the 
claims do not require vitamin D. The claims recite the nutrient is selected from calcium, 
calcium and vitamin D, and a combined unit dose of calcium and vitamin D. Therefore 
the references do not need disclose vitamin D. The reference does disclose calcium as 
a nutrient taken on the days that the bisphosphonate is not and therefore meets the 
limitation of the instant claims. The Declaration will be discussed in the Declaration 
section below. 

Applicant further argues Kelly fails to remedy the deficiencies of Daifotis. Kelly 
does not teach administration of unit doses of an accompanying calcium, vitamin D, or a 
nutrient of any kind. It merely teaches that tablets in the blister pack might be a placebo 
or non-active tablet. Further, there is clearly no disclosure or suggestion of the amount 
of calcium, or vitamin D to be administered in the unit doses as presently claimed, e.g., 
about 400 mg to about 1 500 mg of elemental calcium per day and about 1 00 I U to 
10,000 IU per day. 

The Examiner submits that in regard to Kelly, it is used to show that blister packs 
such as those recited by the instant claims are known in the art. Placebos are often 
used as place holders to insure that a patient takes the prescribed medication on the 
appropriate day and time intervals. Therefore one of ordinary skill in the art would be 
motivated to use a blister pack having placebo, or in the instant case, nutrients to insure 
a patient taking bisphosphonates stayed on the prescribed schedule. In regard to the 
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dosage of vitamin D and calcium, this deficiency is cured by Palo Alto Medical 
Foundation. 



Applicant further asserts, Kelly does not teach or suggest the importance of 
correct dosing of the bisphosphonate and the nutrient, as fully explained in the 
Declaration, avoidance of simultaneous daily dosing, or the advantages and superior 
results achieved by using the kit of the present invention. Therefore, Applicants 
respectfully submit that Daifotis and Kelly, in any permissible combination, fail to render 
the present invention obvious. 

The Examiner submits that Daifotis discloses the importance of correct dosing of 
the bisphosphonate and the advantages of using a blister pack, by disclosing the use of 
blister packs, memory aids and placebos, such as nutrients including calcium, to insure 
patient compliance. Therefore hindsight reasoning was not used because the use of 
blister packs with memory aids and nutrients to take on days where the bisphosphonate 
was not taken was clearly suggested by Daifotis. Therefore the combination of 
references renders the invention of the instant claims obvious. 



Applicant argues that Palo Alto Medical Foundation fails to remedy the 
deficiencies of Daifotis and Kelly. Palo Alto Medical Foundation fails to specify a kit 
containing an active ingredient, and fails to offer any guidance on the dosing of the 
active in relation to the supplement and the benefits that may be achieved by a kit 
whereby simultaneous dosing is avoided. Accordingly, Applicants respectfully submit 
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that Daifotis, Kelly and Palo Alto Medical Foundation, in any permissible combination, 
fail to render the present invention obvious and respectfully request withdrawal of the § 
1 03 rejections. 

The Examiner submits that Daifotis suggests the use of calcium as a supplement 
taken on days when the bisphosphonate are not taken. Thus the primary reference 
discloses not taking the calcium supplement on the same day as the bisphosphonate. 
Thus hindsight reasoning was not used for the basis of the rejection. The Palo Alto 
Medical Foundation was used to disclose the recommended dosages when taking 
calcium and vitamin D. These dosages overlap those recited by the instant claims. One 
of ordinary skill in the art would be motivated to use these dosages when combining 
calcium or vitamin D in a blister pack with a bisphosphonate, as suggested by the 
combination of Daifotis and Kelly because are recommended dosages for particular 
supplements. 



2) Claims 1 , 2, 4, 1 1 , 1 4, 25 and 26 stand rejected under 35 U.S.C. 1 03(a) as 
being unpatentable over Daifotis et al. (US 5,994,329) in view of Allendorf et al. (US 
5,265,728) in further view of Palo Alto Medical Foundation (January 2002). 

See Applicant's arguments above in regard to Daifotis et al. and Palo Alto 
Medical foundation. 
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See Examiner's responses above in regard to Daifotis et al. and Palo Alto 
Medical Foundation. 

Applicant asserts Allendorf et al. fail to remedy the deficiencies of Daifotis. 
Allendorf does not teach administration of unit doses of an accompanying calcium, 
vitamin D, or a nutrient of any kind. It merely teaches that seven tablets in the blister 
pack might be a placebo or non-active tablet. Further, there is clearly no disclosure or 
suggestion of the amount of calcium, or vitamin D to be administered in the unit doses 
as presently claimed, e.g., about 400 mg to about 1500 mg of elemental calcium per 
day and about 1 00 I U to 1 0,000 IU per day. 

The Examiner submits that in regard to Allendorf et al., it is used to show that 
blister packs such as those recited by the instant claims are known in the art. Placebos 
are often used as place holders to insure that a patient takes the prescribed medication 
on the appropriate day and time intervals. Therefore one of ordinary skill in the art would 
be motivated to use a blister pack having placebo, or in the instant case, nutrients to 
insure a patient taking bisphosphonates stayed on the prescribed schedule. In regard to 
the dosage of vitamin D and calcium, this deficiency is cured by Palo Alto Medical 
Foundation. 

Applicant further asserts, Allendorf et al. do not teach or suggest the importance 
of correct dosing of the bisphosphonate and the nutrient, as fully explained in the 
Declaration, avoidance of simultaneous daily dosing, or the advantages and superior 
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results achieved by using the kit of the present invention. Therefore, Applicants 
respectfully submit that Daifotis and Allendorf et al., in any permissible combination, fail 
to render the present invention obvious. 

The Examiner submits that Daifotis discloses the importance of correct dosing of 
the bisphosphonate and the advantages of using a blister pack, by disclosing the use of 
blister packs, memory aids and placebos to insure patient compliance. Therefore the 
use of blister packs with memory aids and nutrients to take on days where the 
bisphosphonate was not taken was clearly suggested by Diafotis. The combination of 
references renders the invention of the instant claims obvious. 

Applicant argues that Palo Alto Medical Foundation fails to remedy the 
deficiencies of Daifotis and Al. Palo Alto Medical Foundation fails to specify a kit 
containing an active ingredient, and fails to offer any guidance on the dosing of the 
active in relation to the supplement and the benefits that may be achieved by a kit 
whereby simultaneous dosing is avoided. Accordingly, Applicants respectfully submit 
that Daifotis, Kelly, Allendorf and Palo Alto Medical Foundation, in any permissible 
combination, fail to render the present invention obvious and respectfully request 
withdrawal of the § 1 03 rejections. 

The Examiner submits that Daifotis suggests the use of calcium as a supplement 
taken on days when the bisphosphonate is not taken. Thus the primary reference 
discloses not taking the calcium supplement on the same day as the bisphosphonate. 
Thus hindsight reasoning was not used for the basis of the rejection. Thus the instant 
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claims are obvious over the combined teachings of Daifotis, Allendorf and Palo Alto 
Medical Foundation. 



Declaration by Stefan Van Per Geest 

The declaration filed on February 7, 201 1 by Stefan Van Der Geest explains that 
there is a problem in the field of osteoporosis treatment and postmenopausal 
osteoporotic women take their calcium-containing nutrient and/or other medication 
incorrectly in relation to the bisphosphonate. When a bisphosphonate is taken 
concurrently with a calcium product, the bisphosphonate is completely ineffective. It is 
also disclosed that some patients took the bisphosphonate with food and liquids other 
than water, which is not recommended. This demonstrates that patients often do not 
comply with the dosing instructions. It is further emphasized that there is a need to 
address the problems of patient compliance with dosing instructions. The claimed 
invention is specifically invented and designed to facilitate correct dosing to increase the 
likelihood that postmenopausal osteoporotic patients will receive both a calcium- 
containing nutrient and risedronate, thereby providing better treatment to patients in 
need. The present invention does not contain a calcium-containing tablet on the day of 
the bisphosphonate intake but, for the rest of the week, it contains 6 (or 1 2) calcium- 
containing tablets. 

The Examiner submits that although the problem of patient compliance is not 
disclosed by Daifotis, Daifotis does disclose not taking calcium on the same day as the 
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bisphosphonate and therefore the bisphosphonates of Daifotis would not be rendered 
ineffective. It would also appear that Daifotis addresses the need for patient compliance 
with dosing instructions by suggesting using blister packs and memory aids. Daifotis 
also discloses using the supplements on the days when bisphosphonate is not taken. 
The secondary references of Kelly and Allendorf actually disclose a blister pack 
comprising the prescribed medicine and placebo. Therefore one of ordinary skill in the 
would be motivated to use a placebo, in the case of Daifotis, calcium, in a blister pack 
along with the prescribed bisphosphonate medicine in order to aid a patient with 
complying with the dosing instructions. Further, it would not appear that the instant 
invention would cause a patient not to take bisphosphonates with food or a beverage 
other than water because that is up to the patient and would not be based on the 
arrangement of the medication. Therefore the instant invention would not affect a 
patient's compliance in this regard. 

The Declarant, Stefan Van Der Geest, explains the details of a study he 
conducted to determine the advantages of the present invention. Four blister packs 
were given to the patients, each comprising one risendronate and six calcium tablets. 
One tablet, starting with the risendronate, was taken each day for four weeks. The study 
demonstrated that the instructions for administering the kit of the present invention are 
more easily understood than separate packs of bisphosphonate and calcium-containing 
supplement, and, therefore, the doses are properly administered and the benefits of 
treatment greatly increased. 
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The Examiner submits that this would not appear surprising because the blister 
pack includes the days for each dosage. Once a dosage is removed from the blister 
pack, a patient would know that the dosage was taken for the day and would not likely 
take another dose. Further Daifotis suggests using blister packs and discloses 
arranging the dosages in such a way that the bisphosphonate is taken on one day and a 
nutrient is taken the other days until another bisphosphonate is needed to be taken. 
Therefore the patient is more likely to follow the proper dosing procedure. It is further 
noted that the instructions disclosed on page 6 of the declaration are unclear, 
particularly step 5 which reads "Intake of calcium separate from the risendronate". This 
instruction is unclear because it does not specifically indicate that calcium should not be 
taken on the same day as the risendronate. It would appear when a doctor is 
administering this combination to a patient that this would be clear. Further in regard to 
the blister pack, one of ordinary skill in the art would assume step 5 would be clear 
when given in conjunction with the blister pack to a patient because one tablet is to be 
taken a day and therefore the instruction would be clear and a patient would understand 
the instruction better. Therefore it is not unexpected that patient compliance in this 
regard is better. 

The Declarant discloses that the kit of the present invention was preferred by the 
participants of the study, over the same medication from separate packs. Participants 
better understood the dosing instructions and patients are, therefore, more likely to 
comply with the instructions and benefit from treatment. 
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The Examiner submits that this finding is not unexpected. As noted above 
Daifotis in view of Kelly or Allendorf suggests placing the bisphosphonate and the 
nutrient in one blister pack so that a dosage is taken every day. These suggestions 
provide a convenient and effective way to carry out the methods of the disclosed 
invention (col. 13, lines 48-67). Providing each dosage in one blister pack, wherein it is 
instructed that only one pill a day is taken, would be expected to be preferred because 
the patient would less likely take the bisphosphonate on the same day as the calcium 
and there is only one package to keep up with for the week as oppose to two (when the 
bisphosphonate and the calcium are in separate packages). Further this method would 
lessen confusion and the instructions such as stated in 4 and 5 on page 6 of the 
declaration, which state "Intake of risedronate without other medications at the same 
time" and "Intake of calcium separate from the risendronate", would appear more clear. 

Declarant asserts that the significant benefits of the claimed invention are, at 
least: 1) a treatment regimen that includes calcium-containing supplementation with 
prescription medicine, which increases the probability that patients will receive both 
calcium (with or without vitamin D) and risedronate; and 2) improved patient 
understanding of dosing regimen to avoid incorrect intake, thereby leading to optimal 
absorption of risedronate and calcium (with or without vitamin D). Accordingly, the kit of 
the present invention meets a need in the market and leads to significantly superior 
results in the treatment of osteoporosis in patients taking bisphosphonates. 
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The Examiner submits that the blister packs suggested by Daifotis and disclosed 
by Kelly or Allendorf would address the problems disclosed by Declarant. Further, 
Daifotis recognizes these challenges and therefore suggests using blister packs, 
memory aids and placebos in order to help patients take the bisphosphonates correctly. 
The secondary references of Kelly and Allendorf disclose a blister pack that focuses on 
patient compliance for dosing and discloses using placebos in the same blister pack in 
order to make sure patients take the prescribed medication on the proper schedule. 
Therefore one of ordinary skill in the art would be aware of such uses of blister packs 
and it would have been obvious to use these types of blister packs disclosed by the 
secondary references to administer the bisphosphonate and nutrients of Daifotis to 
insure patients take the medication correctly. Accordingly based on the disclosure of 
Daifotis, Kelly, Allendorf and Palo Alto Medical Foundation, the invention of the instant 
claims is obvious and the findings of the Declaration do not appear to be unexpected. 

Claims 1 , 2, 4, 1 1 , 1 4, 25 and 26 are rejected. 
No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to LEZAH ROBERTS whose telephone number is 
(571 )272-1 071 . The examiner can normally be reached on 8:30 - 5:00. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick F. Krass can be reached on 571-272-0580. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Lezah W Roberts/ 
Examiner, Art Unit 1612 

/Frederick Krass/ 

Supervisory Patent Examiner, Art Unit 1612 



